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m m m 

5 ifcffiftm 

*mmU, ^Dtft-A^f'J V& • T^^X (Propionibacterium 

10 

&< (DM^^um^\z%mt>^~f, ^ommn i o o %-sx±*>m 

K £*ITU&V> (MXU, N. Engl. J. Med. 336, 1224-1234, 1997 # 

W^Sr^^TVi^ Clin. Exp. Allergy. 31, 543-554, 2001, 

Curr. Opin. Pulm. Med. 8, 435-440, 2002 #fli) 0 
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t h^^i (Mycobacterium tuberculosis) ~BlXS^)Vu^ F~-i/X<DM 
*fcOV>Ttt*l**Tr** <«*.!*, ##W^MAm. J. Respir. Crit. 
Care Med. 156, 1000-1003, 1997, Hum. Pathol. 28, 796-800, 1997, 
Thorax. 51, 530-533, 1996 #M)o Propi onibac ter ium acnes (P. acnes) 

(#1*.^ Manual of Clinical Microbiology, 587-602, 1995 # 

ftTV>£ (M*.fc£, Lancet. 361, 11 1 1-1 118, 2003 #1), ^i^PC 

10 ^14U>A°0 (LNs) K:43tt3 P. acnes £V A CD >ft#l#CD 

P^fc^ViT P. acnes \Z£& rftBft^j tffc & iTfgtt V X V>3 

(M%.\£. Lancet. 354, 120-123, 1999, J. Clin. Microbiaol. 40, 
198-204, 2002, J. Pathol. 198, 541-547, 2002 #fli)o 

\zizml, D7 y-viM^mm x«#^« (dcs) 

Am. J. Respir. Cell Mol. Biol. 26, 671-679, 2002 #M) CD<£5&#l 
HC^i^HS (APCs) &&^^(D'&(D&imm7ik<Df£tblZJ£nt>(D 
mm^mnVX^Dmt^t^X^nx^^ (M3-fc^ The Lung. Vol. 1. 
20 2395-2409, 1997 #M)» ^OBiKI^T, ^fi CD Vi < *D <DWl 

feJ6cD^Ljm^^^^ffi^fe^^3Qt^^$nTViS(^^^,Am. J. Pathol. 
158, 1503-1515, 2001, J. Immunol. 166, 3423-3439, 2001 #M) 0 b 
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*$£wm*>fe, ±mwk^*m$:~?z>fz.isbm t MW9£L, ( 1 ) ~ (7 ) 

5 (1) trt P. acnes ^ y ? n — :J-;i/tri#: £ ffl ^fcif7^7»0M^fe 

P. acnes £ £-tflt>fr*o Tz.o 

( 2 ) P. acnes ©16s U # V — V ;W R N A <D 7 =y ^ *7 — VifeRT 
- P C R f£ <fc t> , M^T^CitllrfiK: P. acnes ^Mttl$n> ( 1 ) £1^— b 

10 f^^^t^Ofeo 

(3) JElgBJftmV >^miZ~D^Th (2) tlHilfc P. acnes #^fcH£ 

U>/t*i«7yt-f fcit) P.acnes ^^W^^^ERlS'b 

(4) jEtT^xtcMts p.acnesi^f^cD 4 m^r m^om^mm^ 

15 A^^tcfc t)> J3f& • IFF m&M&MJ8.-Ztit£o 

(5) ±IB (4) (Dmm^ytJVt UTT^Xt P. acnes <DBft (J£ffc) 

stM (4 o o ^ g •'rramiH) tenure t j^mmr • ^.w^ 

20 AL (If^iJi^t) U >/^0CD 4/ 8 it teifiLif # ;|/ >j7 A-fil 
iE©ffl||&'b-DT^fc. i^iltlx, JFF^I^JB- CD4M 

25 T£ P. acnes £ £ £ 5* T £: & > S«^fe5aE©liJ&— jSM^ 

K P. acnes £M£MtS!#L, 'ft&tt?gj£®*lltB®*'&& frfto fSt, 
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m \z m wmmmiflm m v b a l mmwc % it in l tt , 

(7) ±12 (6) tig«©aKn?, P. acnes fc^f S trL^^f^*t|$^^ 
ffij£j& 5 i£S P. acnes tC^f b TtrE^^ffl t> TV> 

-rutD^^mmu. (i) yntft^A^ru • t^^x 

10 (Propionibacterium acnes) t V fcirt£#jSt £ £irZ> ZL 

# A • 7 & (Propionibacterium acnes) £^#J «h L 7c ia £ #J St JO*, 

itOkMn, 'J>37< ->>mirL£tjK, fh7^^U 

15 6ian5 1iXtt2fK±0^«m7?»5CtS!f*ti:tS (1) 

tBttOD-^n^f H-^x©^t»SI^, (3 ) ;^f'J • T 

(Propionibacterium acnes) Ufc#L£4&R#s, 7 

T*SJ:££<ftm£T5 (1) X« (2) iam©+h;Un-r H-*>XCDi& 

20 *jjtew-r*. 

(Propionibacterium acnes) &^&) t b feta^^K Sr+rJl/H -f F^-^X 
tf^-~ 5=- U V A - 7? *X (Propionibacterium acnes) 
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<4) a < H-S/XCH*^, (6) ^ntf 

^•-/N*^ U ^ A • T ^ (Propionibacterium acnes) £^#j£:Lfc 

5 ^7'jXD7^»n 5 rtMt t § (4) Xtt (5) iBm© 

»1 Htt, «*^^X«f©JWIftfc*tt* P. acnes ©^fcfcjRT**© 
10 ^SW^T^§ 0 

a, b lEftWZffi<Dltfiffciz&WZ> P. acnes O^gE^-fe <2£fi) 0 
35£*i!r< P.acnes ^Sr«ll&. 5 # m (a), 2 0/* 

m (b). 

c~e P.acnes <*ft);ftaCF 4/8 0 (#) © n Jt^fi ( c ) , P. acnes 
15 (*ft> MCD1 1 c (W) (Dz:«^^ ( d)> P . acnes Ra? 
DEC 2 0 5 (*)©zi*Sftfi(e). F4/8 0 &k««c?*#! P. acnes 
*ttt5, 2 0Mmo 

f «*V»>xoTftai«f.te*»S P.acnes ©ftffi. P.acnes £«* & 

J:©*aifc**©ftjifi* 6i:ofc%(01?j i i5i n = 5o 

1-5 o fc 0 

i20 ^ iEm^^LN s iH<D P.acnes fc*ff 

25 a iEttffiLNsO P.acnes 016 s U ?Ji/RNA<D^tH 0 
P.acnes Sfc&aj U R N A £R§& n > h n <h Ltlffl Lfc. 



20 
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b P. acnes Rtfn > h u — )V&m\zKm? % mshl3tmm.T y 0 B 
— , ; SIVt- , P. acnes mWL&tffc ; X hyi'^n-, 

f^IM^etofe, n=7„ ^-^«¥i^ffi±^pJ%^1^2pm^o *, P< 
0. 0 5;**, p<0. 0 1 , m$.g:m:^U^sf)]s-7%.Z£0 VA-fiJ 

m3Mte. P. acnes mft^JVK — T SM<D^^«0 m £^"T 
10 T££o 

a, b H&El&i&te P. acnes mtfrC D 4 R&MJ|££fg 1 4 0 g IC^t* 
•tsnti-WKCDB (a) ROTH (b) ©|*|^JSt£^bT^£„ 

x<db ( C ) hlWrb, (d) s^n^n^-To X^r-;Wt-, 100m 

15 m„ 

*bfe 0 *er-;Wt-, 1 0 0 Mm B„ j£ ; L, U >/1^ ; V> B 
20 jfa^o 

b, c Bmwm<DMMmj&ofawm<D$iffi<Dc-D 4m^.Tmm(^^). 

mWM*5k<DF 4/8 0Hrl£ (b) RtfCDll c |i§tt (c) (M 
^#fe)o X^r-;i/A*-, lOOjLtm. d i^lfI}:*lt§Th 1/2 
>fgg! 0 I FN- r IL-4 (^ftlfeifi) 

25 mmhtefr^rzmwmci) 4m&mm.m&)* cd4^i fn-tI^ 

ftM (Jt&) te, CD 4|^t£«(2ja<Dj?afflT&otfL 0 e~i BA 
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L^zsmmmm, M*;^>^A^^;k WACEStt, ^bal 

mm (e) R^BALft'J>/^» (f) fct, ftggtf ^<D«aea*±j&*£ 
t±#L, CD4/8ffc (g) RtKjkm*;W>"i7A (h) te> - 

5 fc^-^jfiLfitACE^tt (i) tefiinb&o n=5. ^-Zte^iZ 

m±^mmmmm (h & s^ntv^r-^tt 3 ni^±<D^3t 

n^^ffl (j) &.z$Bifrmiz&tt2>cD 4m&TMM ($tm 
mat (k) zmmisfco unteft&tt^&9®ntDnrc.^vxfrZA^ 
io bfco xy-jvA-a^n^n, 100, 50^m„ rp, ; w 

P, aB$fto 

85Hli, W^JB^fcatf-r* P. acnes 3D--ffti0f|$St 

a P. acnes fc <fc £ £ 3 Hlff o T ?7 X <£> B A L MMmWLo n 

15 =5. T-^tt¥^t±^ti?m. S§nT^5T-^H3liIK 

b H&Elfefite«k*ttli^e9^f5.. X$--;Wt~, lOO^m,, 

20 a, b P. acnes fci?>^^#4§ 3 Mft-ofc'?*j7s(D-$kBA 1 LWiffiil 
(a), C D 4 &§'I4Ti$HJ3& (b) e n = 4~6o ^ — ^ \Z*fi%m ±¥^fit 
^*PfH^<, *, P<0. 0 5 ; **> P<0. 01 (§PBS jfit^jH y 

25 c H&EJfcfifc«k*ftli^«>Bfja.. X^r-;UA*-, lOOffm. 

i7Btt, P. acnes ©i^M^ 3 H!gfr5*7 #7. Klfcf U ^n^U 
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: T>tT->U > (AB P C), t7xA|:-fe7r^>J>th'J^A 
(CEZ), 7$ SUmfc^ : «i^>^7^ (GM), JjsXtf^-f 

> ^ : * X # V ~> > (FOM), T ^ D 9 -f H 3R : ^ 9 U X n T-f 5^ 
y (CAM) fcOHTOBAL (&#3£IitfII&$fe80 t©CD4TOK 
5 icit^i^^fe^m^^T0T$)§o MINO short, CLDM short t. U 

0#) ck DtrL^^lR^#) l:^^TOBAL4 I CD4litt||)iat^i^fc 

^8 0(t M«R84l:J:9TtlifiOtft P. acnes WltV^ 
10 ^i^itPCRT-^SimTfel»„ 

15 *^B^©^;V3-r H-^XOj&iit ITU P. acnes Sr^Wtbfe 
fc, ^iOU-jVn-f h'-i/XCMMtltft P. acnes 

±12 P. acnes £^#J «h b iix £ ^ 3f £ bTte, P. acnes ^^LTtrC 

U > (Amoxicillin, A M P C ) , Tt^y^'J > • ^7^7>1 
25 (Amoxicillin/Clavulanate, AMPC/CVA), TX^^yy'J^ 
(Aspoxicillin, AS PC), ^ > ~ v- U > (Benzylpenici 1 1 in, 
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PCG), T>k!'>U> (Ampicillin, ABPC), A* # > tf ^ U > 
(Bacampicillin, BAPC), ^ 7 U > (Cic lac i 1 1 in, ACPC), 
U > (Piperacillin, P I POIO^r^/iJ >^#l£ tffl 4>, 
ir^i^ h W>tf5jK^5>;V (Cefditoren Pivoxil, CDTR-P I), ±7 
5 x^ ;* H tf^^->;i/ (Cefetamet pivoxil hydrochor ide, CEMT-P 
I), -fe^^n;!/ (Cefdinir, CFDN), ir:7^^>A (Cefixime, C 
FIX), -k ^^J^s> H^^->;Kcefcapene pivoxil, C F P N - P I ), 
±.7t$ V^r i/A^U^r-fc^)]/ (cefpodoxime proxet i 1, CPDX— PR) 
m<D±y :cA^in;£%«^, 77n^^Ath'J>)A (Faropenem, FR 
10 PM), • v-7^^^> (Imipenem/Cilastatin, I PM/C 

S), ;*D^^A (Meropenem, MEPM), A-^^A/^3??yD> 
(Panipenem/Betamipron, PAPM/BP) a <y 7 $ A ^Jri^#lM 

^, J \z'^^-jy^ A (Ceftazidime, CAZ),-fe^Tn^>(Cefalotin, 
CET), t7 7l/'J > (Cefazolin, CEZKiz^^TA (Cefotiam, 
15 CTM), ir^^-^^^A (Cefotaxime, CTX), -k 7 ;* ^ 7 V > 
(Cefoperazone, CPZ), iz: !7 \/ A (Cef t i zoxime, CZX), iz 
7 ;* / ^ v-A (Cefmenoxime, CMX),t71f DA (Cefpirome, C P R), 
ir^xtfA (Cefepime, CFPM), ±7 *V7°7 > (Cefozopran, CZ 

op) |5©t77DX5j?'j , ^ u > y ^ >- > 

20 (Clindamycin, CLDM), iJ>3T-fy> (Lincomycin, LCM), X 
U X P V > ( Erythromycin , EM), ^9UXPV-f^> 

(Clarithromycin, CAM), n^F^T-r>-> (Roki tamyc in, R KM) 

(Minocycline, M I NO), F^->+r-f # U > (Doxycyc 1 ine, DOXY) 
25 m<DTh7-V"( & V >&m.§iWM J P, */n> (quinolone), 7D7A 
^ 1 — 3 ~ ^ (chloramphenicol, CP), >j7rx^fv> (rifamycin, 
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RFM), X;i/*>T$F (sulfonamide, S A) M> 3 h U ^ =^+h V — ;p 
(cotrimoxazole), :t 13* \/ U >V > (oxazol idinone) D^yX 
n^-r->> (Roxithromycin, RXM), A'>3Y'fy> (Vancomycin, 
VCM) m(0^^m^mn^, D^r-y-->> (Sparfloxacin, 

5 S P F X), y^D7D^ij-y> (Ciprofloxacin, CPFX), Utfyu 
Jr-V-i/y (Levof loxacin, LVFX) hX^n^rit->> (Tosuf loxacin, 
TFLX), y UU**5-i/> (Fleroxacin, FLRX) m<D-&j&iKmm £ 

10 L^o 

LThm^Z Z. <h^T#, ^$U&#T&3 P. acnes £MftJ t bfetrtfe^ 
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-•?>~h-)vm<Dmmfcft\. v>wusl* tut, #x>&^©M«f 

5 * fifth -tfi*^iJ^:i:0®l^imi)a^SSB^t- t feTf§. #fiPfi9fc 

m^hv^AmcDmm^wum, sftthu^A, ^u-tu>, d - x- > 

10 So 

ifi> MA«At;g4T5i^, W$J/&#T&S P. acnes Si^tlfc 

tt£*K*.ktf*n&©*^»tetf«sns4i^ffltt i ni*t its o . 

15 0 0 1 ~ 5 0 0mg, !?o:l<ttl~50mgt$f3, Q l 

#mnM\z&j*'?z>\z\% > rctiztt. &t&#, mmpi® 

20 (ilM 1 ) 

[Mif ^^©j^^ ^ P . acnes o^ft] 
25 P. acnes (3 *f t 3 <E> ifi & S (D ft 6 fc£> fil^Hifr & V> T 

P. acnes Soffit" & Z. ii WnSmfcli'T T$» £ . T^fgBJW £> te, fit 

1 1 



WO 2005/002623 



PCT/JP2004/009861 



5 7 BL/6T»>X^6aElSt*nfc«f»*«f«f«M-±T?,P.acnes 
OftftlCO^TftftlftHlflS^ttfelfcWfcfx o fee 2-5 <Z)nj?M& 
(round granules) P. acnes »teJfefefft£«£Lfc. £*l £ 

«±T, JMrmJieiK: ck Dtt$n, "t©J!*|ffliia©^:^W:iWJiafcl»SSbTVi 
5 fc(Hla, b) 0 ~ m&L&Wi&\Z& D, P. acnes »tt«BJiS^, CD 1 1 
c (Hid) X&DEC205 (Hie) fcl^o 

«fc<, &m<D*?& D 7 7~> ? T-#-T&£ F 4/ 8 0 (lie) § 
21 <ha*HJI S^fc&ofc (Blood. 95, 138-146, 2000, J. Immunol. 
166, 2071-2079, 2001) o $ 6 fc, -Lg&^ot $ Rfc* b fc* lESfcflrfcCDRT 
10 - P C R##r \z£ D ,P.acnes-y> A<£>#ft#?Bj P>fr\zf3i V (H 1 f), 

[JfeflftflBOjaifrU U >/13&<Z> P. acnes \Ztt~?Z>Wm&) 

*iAPCstt M$;Wim\z&\,*x%. m^<Dtz®\zifim*ffimv > 

15 A fif tft £| "T S (Nature. 392, 245-252, 1998 > J. Immunol. 167, 
6756-6764, 2001), P. acnes tt, &JftXfcJ: P KR^J»©«il»S® 

IZlfttE-fZ) (Manual of Clinical Microbiology. 587-602, 1 995) 0 lEft 
BV >^Wi\Z%>W2> P. acnes IfS £ 5r X h ^fgBJf 

#e»«$fe*r, RT-pcRi;i?), m<ov >/^mtmm\ziEnmv >n 

20 miZ% P. acnes $V £ <h £ IE BJ L (02 a). 

tn6LNsl:feV>T, P. acnes \ZttVTW&mfc&.&R]& 

Iff*, RWIO U >^mm^tmm\Z, P. acnes tCS/SbT^SWte 
Ji^TT^ H £§j|ffibfc (H2b) 0 
25 CilrR«iFFK©«^«J4, MfiY^x^© P. acnes mfcTMMOMB 
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*mwm*E>fc&;\Z, P. acnes tfft*T|BIlSfcil6#«»K:ffrA-r %> t> IE 

Stt, P.acnes 0^^#^-^^5gbfrt>tlfeSm (footpad) ©fi'J> 
A°liJ^e>, P. acnes 1#CD 4ittTii^Af t, IE#&^X£>J« 
5 i«K:&tt bfco 2X1 0 6 OTl^«(D2I^t, *?g^f f>tt, » 

^bfe (S3 a, b) 0 — ^Mmmm\z^^x^^Tmm<Dm^mt 

(EI 3 c , d). 

[P. acnes ©StM#4l:J:D> Afrit ;Vn -f \zmm? %>m 

10 fWJtt/^Stfg$n&] 

&tt-$\Z J; D >IE^^^7Jfrte:M^l$& P. acnes jfitfs T ifcffl J3& (D & |£ § , 

MMMizmmvfro &m.mtemmm&* ±\zz(d^o izmwznr^v 

Z<DB<DBWk~F. RtX^CBf^JfiL^f/aH (peribronchovascular) ^.MlZM 
15 fclsnfz (04 a). &&&«^fb¥Wfc##rfc:<fc A&Mtt, *«JStSI 

mn$&. RtfuafccD 4»ttTiBnia^e»^s nt^^&AMc^^fe 

(Am. J. Respir. Cell Hoi. Biol. 26, 671-679, 2002) (134 b, c) Q 
£ £>K, £*ie>CD 4R§ttTMte, I L - 4Ttt& < , IFN-T& 
SSSELfc;! £fr ftflttThli (04 d) ££a*^l&£n 
20 TV^ 0 *&mm*>fcBALM } fo<D$k&Wt:%_%>z\£\z£ K). \H#M(DM 

<D&m&<DM$nte, &J*mik\z#vxmMisi±ifi cbu e , t )> -ma 
ft^nfc^;w— y©tf»*r?fa, cd 4/8 ifflj®©jfcj&*» ofc (m 

4 g) 0 
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^ttSr^HELfc (N. Engl. J. Med. 336, 1224-1234, 1997, Lancet. 361, 
1111-1118, 2003, Diagnosis of Disease of the CHEST Vol. 1, 1533-1583, 
1999).jfiL»*;i/$/^7Ar4 2 lHl^M$tlfe^;i/-^TS ! biift]b(BI4 hK 

5 ac Emmtm.m^m^wm\zmmvrz ceu i >. ^^n-r >x 

10 P. acnes WMUa-r* tffi&iWmi&IfolfiWmZtlZl 

lE1fc'fcB\z$!&'rz> P. acnes ifiB&l&M&'blt £>TGDT?&ftfc£, 

#S£BJ#£te, ^!SEf*#©S&©tt«T^XI#fc P. acnes £m£jt&&#U 

©ftfciaJR^nfcB ALrt©ejfiL^O«|S:ttS!rS#Snfc P. acnes 
Bt-ifcbfc (H 5 b)„ 

#«Ef * P. acnes ©SSf£££ 5 \zmfi5T& te, ^^BJ#5>«, 
S»tt4fcRT?»5*Bft$ /i^-r^ U > (MI NO) Rtf*U>^T-f^ 
> (CLDM) SJBl^T«#J»te#ft?-S P.acnes 
SoTM^bfc (J. Eur. Acad. Dermatol. Venereol. 1 5, 51-55, 200K 
25 Semin. Cutan. Med. Surg. 20, 139-143, 2001). 3 HI g <D ft&tt #^ £ 
2gNft, MINO-WCLDM-IIT^XCH BALSilSm 
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ALifflifaiRtt^n^n, 53. 5%Rt*42. 1 %m / >vtt m e t>). 
3iam^w<ftiEte«fc rt^ £ M©j»ag©«^«bw&^fcja:ofc (i6c), 

5 ->U>^:T>tf>-U> (ABPC), -fe^xA^i-fe^T^UV^bU 
(CEZ), 75yE«#*:*»y>^7>f$/> (GMK 
, 7i'v'>^:*7*7'f J/> (FOM), ^ □ ^-f H^: ^^XDY 
-T->> (CAM) to^TOBAL <»«:£*tfJ!&8fc#> 4><DCD4I^'14 
*Miaifcifc<£Wi'*;fc. MI NO short, CLDM short tVXMM 

10 bo&^w (^fiii^r^T^xo^tt-^rfl^ (mmft&m) & 

hO-JKPBS)»*l 0 0 tlfc%iS^$nT^5. ^(D^M, 
M^©M I NO ( 5 3 . 5 C L DM (4 2 . 1 fciP*., 

ABP C (4 6. 1 CAM (4 8. 3 CLDM short 

15 (7 4. 3%Qfc#) JS-^fMc&^T, B A L S jfaa*&Sfc©:*:fi&:«4>a* 
Jl£>tlfc„ GMTttSSS^eftfe^ofc^ cnttGMd«7C* P. acnes 

[irL^^K^-%-fc J; ^Br&ftSffi© P. acnes y/ASM'>tl,] 
irC^tfUfc <fc D ^^XBrtfft^&cD P. acnes ^M^T-S^ICOViT, P 
20 B S £n > ho-JVi:t5 P C RT?IH^fcSi*&EI 8 C^to^CD^, 
M I NORtfCLDMSfflVi&i^l: P. acnes **«dl>*r* £<htf>*:b^o 
fc. £fc, GMS/H M I NO^'CLDM^ffl^fci'&ilt^ 

LT, P. acne S^nS^i^L^^ofc^, d nte G M*«7c3fe P. acnes 

25 ©^I^ffgUT^S. 
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H^feo M I NOR^C LDM*tMK©^:*a^JBIM«ftak#T»^ 
fcO£f!^&*S*&ig 9 tC^t, 3>hD-jK'fe5PBS 

5 tiira*&n^ofc, !i o n t ^ f> , A&Mft£®&f*#*, m 

MS^I^JlW^^S bfctt!S©gS«!lWt9:#t^J«ILT^fc (Am. J. 
Pathol. 158, 1503-1515, 200L J. Immunol. 166, 3423-3439, 200K 
Nature. 392, 245-252, 1998, Immunology. 108, 352-364, 2003) 0 L<#> 

WfclWRttMf^JSfcbtf UHTttlB 1X^5. t£ *p T * 18 HJ # S> , 

P. acnes ^iff j£ Rtfftiilg^® \Z ftft b , *ffrtt2fflr (acne 
20 vulgaris) omUt.i3.Ki (Semin. Cutan. Med. Surg. 20, 139-143, 2001) 
&rcmm : £7 £ )l<\Z&^Tm3£m&f& (J. Exp. Med. 193, 35-49, 200K 
J. Exp. Med. 195, 1257-1266, 2002) &mmiZffim*T S £ £ £> , P. acnes 
ttJSJK»©^r*«»tmenTVi«. ^RS. $fcfr<D?g^te:, P. acnes £ 
+r;i/3-r K-^X(DBI«*gilWbT^S (Lancet. 354, 120-123, 1999, 
25 J. Clin. Microbiol. 40, 198-204, 2002)„ ±M<D&5 \Z. 2^^^#e> 
te&i&^&fcj; t>jE#fc-T#*©J||fII&|||Ift© P. acnes SHJtbfc (EI 1 
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a, b). £n£ P. acnes ^ W IB l& , CD1 1 cXftDEC 2 0 5 Xte 
< F 4 / 8 O^^SLT^D, I«rK::i3V>T£i]K*A* U iaHCtiffSS: 
W JK *ffl IS ^ t^57i7n ^ r — v'togE&KaftJJl. SkUTVi* 
(Ell c~e) (Am. J. Respir. Crit. Care Med. 162, S151-S156, 2000, 
5 Immunology. 81, 343-351, 1994) „ ttfifftfrfc, P. acnes ^tttT^S 

mmm^mm (apcs) t\<* 5 %\%m\,*t. &mwm*>\% 

sEftfc-WXOffiffimV >rtffi\Z&\??2> P. acnes \zMT % fiL&fcfo 
ft^m^tco V&ftlz. JE^/^I$U >nm<D U >AJ£fet P. acnes #M#J& 
Jim^^bT^D (02b), £<E>;i£te, ctl^OMMtil^ 
10 ViTRfcWifi*0AP C lC «k D P. acnes fc^-T § &3£JS^ £filSf bT V> 

*mWmZW&\Z, P. acnes ^TU>W> AX«fc#tJSC5£5*fc 
(antigen-anchoring) T >bB(D0km& 51 ^® bfeo 

P. acnes &ff£ C D 4 l^ft T $ffl MfiT £ X ^©^^te, lfflfRtX 
15 ffFo^l^m^'ftl^fefc £ Lfc (EI 3 a)„ Z\<DZ\ t\t P. acnes fcig^bfc 
tt*U >/t»©CD 4»ttT«Jfttt, tt»atWlCjE«a:JWK:8IIA*r* 21 

IESt^XIc, liM^: P. acnes ^tT P. acnes 

>A°icWtr^^ (Scientific Foundations, Vol. 1, 2395-2409, 1997) 
fcttmWfclWrt^MaUi&n (04 a), AIS^^^I (Scientific 
Foundations, Vol. 2, 2395-2409, 1997) (04 b, c) RtfTh It'f 

h#-r >©^^dt^,e>n/c (0 4 d). nn&©#m«i*i^;v3-< f — >- 

25 X©#«£»-(HbTV>S (N. Engl. J. Med. 336, 1224-1234, 1997, Curr. 
Opin. Pulm.Med. 8, 435-440, 2002, Diagnosis of Disease of the CHEST 

1 7 



WO 2005/002623 



PCT/JP2004/009861 



Vol. 1. 1533-1583, 1999) o tfJK^XTttBALCJCD/C 
D 8«ffljjgJt©JiJp (04 g) tCJn^T, ACEf£4£©ii2lQ (0 4 i) & 

^;^><>av^o±# (04 h) *«B8e)&nfc. nn&©Ef 

1t;V3-f H-i/XitOi^JI/J/^Al/^DtBAL CD4/C 
5 D 8 Jfc©IE©ffiH*wbfc$fcfHff3fc£-»bTV>« (Am. J. Med. 110, 
687-693, 2001) o *58M#5Ji, 3 -f H - ~>X £43 V>T* 

fe^^tt^gg^jlffi bfc (04 j, k) (N. Engl. J. Med. 336, 
1224-1234, 1997, Lancet. 361, 1111-1118, 2003, Diagnosis of Disease 
10 of the CHEST Vol. 1, 1533-1583, 1999)„ £*±«fct), P. acnes StiC 

P. acnes «fPTffll&0««SWft:lffirt^oe«X«W^M©^^*ei% 
3©7? (0 3 a), P. acnes §ttlt^§iAP C £.ffi U >A°fi!|*l 

15 BfSfcfete:, P. acnes © & * © SE -ft j$* ffif A 33* ® j£ 

J«l:*tS4A5^5^Si^fc 0 0, tfcl&tt «fc D 

P. acnes £ M 4> £ i* S £ , iff© A&kftXtftt^ b © fc^f b T , 
P. acnes © Jlifc ft M & # « , JMf©^ ^ $ -frfc (06 a, b). :n6 

©»*«, ItffibT^S P. acnes jjfr^ p. acnes iSffMC «fc 0 5$ A^JB 

©«*»&S»*K:^ViTtt, *«te«|fc*-e*D (Lancet. 361, 
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1111-11 18, 2003), »*«OB**0*S^UtfUtf*fftttBltja:o 
TV>3 (Chest. Ill, 623-631, 1997) 0 *nffiM \Z & V> T ta, Mf-fr^a 
■i F — ^b <S<HbTV*58r&© T^7X|$I^l#S^:^;P^f^Mb 
£:„ *5g§B#&*«ai^bfc«fc -5 fc, «b b P. acnes &mi%^Blz %#^ET 

a»0«fiW*JIS'b^AKI:*HTIl (N. Engl. J. Med. 336, 
1224-1234, 1997, Lancet. 361, 1111-1118, 2003, J. Immunol. 167, 
6756-6764, 2001), <D £ 5 1**0 fig « fc & ^ T P. acnes 

its. 

3 ) 

i5 mmiijjm 

5~75if^©i0C57BL/6 JT-^X^, 3*^U7ft (B*, 
20 PF) &#Tfc:feV>&. iTOl»^t[t *3C:*:¥©ft$Hcfl!oTfT 

UT<Dm-^^^=e/ 9u—)-)\,$ifa (mAbs) £^/abfc„ 
CD4(^n->;RM4-5), tf^Xb I FN-r (XMG 1 . 2), 
25 tf I L - 4 (BVD6-24G2) -£A±^T BD PharMingen 

(*'J7*;v-7, u->^^xzf) -, fcf^XbF 4/8 0 (C 
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I:A3-l),CDllc(N418) -^-k^Ttlfc Serotec *fc§£ (-f 
3 s U 7. , t'^X7t-H) -> DEC-205 (NLDC-145 ; 
BMA Biomedical *fc$SJ Augst, Switzerland), Rtf HCJ&RIR© U i$yr<1 n 
SfcSSIffl© P. acnes W57DXmA b (J. Exp. Med. 193, 35-49, 
5 2001)o 

2&irifctLT, 7 )V% U 7*777^-1fl»»y h I g Gia 
( Jackson ImmunoResearch Laboratories %t St , West Grove, 
Pennsylvania), 7)Vtl U 7 * X 7 r ^ — if *ttflS#tA A X ^ — I g G#t 
#: (Cederlane *kSSU Ontario, Canada) Xtt7H^> l/-f tfcSL 

10 3t^> B#K R«^;P^-^'>^— tf«H<b^i9 y b I gin# (BioSource 
tl, Camarillo, California), XYtUlt** — iftSfSMbla^ *7 X 
Igtt# (DAKOttS, Carpinteria, California) £4MLfco 

*a£^;V^-^^^ — i?^^«fc Ofrofe (J. Exp. Med. 183, 1865-1878, 
15 1996) 0 -IM^fil^^Til Tir h >05£fc 6 a mmMMmUfflity 
K £ tr£ C D 4 trt ^ (C ffi V> T , Alexa Fluor 488 ta7 y h I g trt #: 
(Molecular Probes ftl, Eugene, Oregon) ^m^X-i h V 

fco tf^Wb I F N- r Xtefc? I L - 4 £JEV>T-f 

>^=l^— 3 Al exa 5 94 - ^7k'^> (Molecular 

20 Probes %hS?) SffiW^a^-M, t^ifil^ia t) b 
fc (Clin. Immunol. 97, 33-42, 2000)„ 
CRT- P C R] 

l/ig©'iRNAir>7";i/§i, It/tS P FT7X0», ffFM, & 
J»Rtfl*K©JJrJRU > Afjf1tt#*j&* & , (Invitrogen ftl, 

25 Groningen, the Nether lands) £ffl^T, SI ifi # © IB jft 31 0 fc^m b fc» 
J eotRNAij->7Jl/$cDNA'\Ii?L, «fib& (J. Exp. Med. 
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193, 35-49, 200k. J . Clin. Invest. 102, 1933-1941, 1998) 0 P. acnes 
CD 1 6 s U^V-ARNACPCRiftiS, 2. 5 % CD T # D — X ;U 

mRNAltKD^S^tlfcli-'fXT^ofc, P. acnes <D * V zi t? U 
5 f Fy7^"?-§Xi (J. Clin. Microbiol. 40, 198-204, 2002) IB® 
K:2pDTl3:ifbfc : forward, 5' -GCGTGAGTGACGGTAATGGGTA-3' (@3#)## 
1); reverse, 5' -TTCCGACGCGATCAACCA-3' ( B3 #1 # 2 ) „ ^1 ®& 3* CD 
P. acnes CD n > 9 ^ ^ — 3 > /t>;77-3>hn-JH?5 : i5/^ 
Ufco fiM¥iLT®GAPDH©y7<Y-lt JcM (J. Exp. Med. 
10 193, 35-49, 2001) fE*fc© <D V> fc 0 PCR^fMS: 9 5 *C T 5 # 
WML-fc^, 95tT30#, 5 8tT6 0#, 7 2 *C T 6 0 COiT" 

-1* > tf b D-ecD^Jfeif y -fc-T £, (J. Exp. Med. 193, 35-49, 

15 2001) mm<Djjm\zmcTn^tcio my^xc^^b, 

ttffi* JrTE, JPKcd U >A°MJ|& (10 5 iM/ 1 90y 1 

x;l/) mm (P. acnes R^OVA ; 1 0 u g/l&mWL 10^1) £ 
ffl^T3 7tt7 2^r H 1iSttfc. -f >*a^-5/g >1£, Mif?it£ 
P remix W S T - 1 fflffimMWfei' Xr-A ( ^ ft ? rt<i 

20 mn> a*) £J8v>t, §ijft#©j&3S5it> fcwjgb&o 

[P. acnes ^f^^;i/ A°- T ifflJ3a©*^^*t] 

P. acnes iff CD 4 Ellfifi T ilffl jil , IES V # X 3 $ tl 

fcY»)X©I^J;Ofibfe. i5BMILfc4 0 0 w 

g CD P. acnes (ATCC 1 1 8 2 8, American Type Culture Collection 
25 $£, Manassas, Virginia) tyu^>b^±7^^n>h (Di fco 

Detroit, Michigan) £, 2 1R l«T?J£JAcfc&Ti£lt b T^ifi b fco CD 
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4m&Mm&. MACS'>XfA (Miltenyi Biotech %fc§g, Bergisch 
Gladbach, Germany) £/H ^ Tg£jg# <D fi^ffi D f£i£!$i b fc. CD4^t 
>S«JflffiO^S«9 4%^±T, ^^^^^KilfflJ^ff^^^J;oTaM 
^tlfejlD-e^ofeo ^Ht^tlfcCD 4I^'|4i|fflJ^ (2X106 M/P 

5 bs2oowi)£, iE^^^ X(Z)m ^ MfcaML/% -Mramfcfl^&m 

[^^Jlrfffl&iSte^ (BAD iH©7D-U-i > h^hU-M] 
BALilSt:2%©FCS (Sigma *h$IL St. Louis, Missouri) 

2mMOEDTA$tft§llPBS 0. 8ml§5Mt5i 
io D JRilLfco B al msSsLm^mtskmsY^iz J; Dfr3¥bfc 0 B 

AL£fflfl&£, EPICS Elite instrument (Beckman Coul ter £fc§g, Miami, 

Frolida) ■Vftffi'T&M, ? y hirtV^XCD 1 6/CD 3 2 (^n->; 

2. 4G2) mAbSffi^T, F c R Z> £ 7 D y 2 ~T 3 fc Sb 

\Z.?V^ >*ra.^— Y L, ^(b'tik, V^Ttlfe BD PharMingen F I 
15 T C^^iriCD 4 (H 1 2 9 . 19) m A b R U P E m^tfi C D 8 a ( 5 

3-6. 7) raAb$ffi^T4t)l?2 5^PhH >^n.^— h bfc 

Jfli^^v'^Ak^l/^, Fuji DRI-CHEM 5500V (Fuj i Medical Sys tem 
*fc®L H, 0*) fcck T >^^^->zy>^^mm (ACE) 

20 ACE color (Fuj i Medical System&SSL H, B*) IZ&vmiB. 

m.ms. J it-f ^ U > (M I NO) (Wyeth Ledele H, H*) 

Rtf* U ^^-f (CLDM) (Pharmacia frig, II, B^) 
25 ffi Vfto H-B ifc 1 3 3 m g ®M I NO, R 1 . 6mg©CLDM 

£^cifi*j&:# (i.t.) ^-o^, mmmv&m.&Mn&fiMtt-^mi 
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©-saw, &BM&ft\zn-$ u. P .) ufc&t, mmfo&M*m\z3m 
n$ 0 mm<Dm, ^vx\z\z±m£mm<D&ffi£Mn&^mvtc7k*j§- 

Xtc, mUlZ, T>tfv-U> (ABPC), ±7 r % SV >^ h U (C 
EZ))> fiS^y>^x'<$/> (GM), ^7,^-7 -Y->> (FOM), ^ ^ 
UXD^-fv^ (CAM) ^ne,JrL^^K©-IU^^»fe|SI 

-t?©^^, T&frl^ IHOM^ (ANOVA) Rt^Fisher's 
protected least significant differenece ll^T, iSSfftfbfc. 
0. 0 5^m<DPm(V. value<0. 05) gt «HC # ;t T & £ tmm Lfc 0 
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St ^ CD ^ H 

1. ^Dlft-/^T'J^^-rnx (Propionibacterium acnes) & 

2. yatf^-A^^U^A • 7*** (Propionibacterium acnes) £ 

3. ^D{ft-/^r'J tfA • 7*** (Propionibacterium acnes) £ 
*W£b&tt£4fcJtat, t!5;U-finj>, *y>^T*f^>, T> 
tfvU >Xtt^UXD^ 5/>T**Zl ££#ffc£T3iil5fcJS 1X14 

15 4. yntr^-A^^U^A • 7**7; (Propionibacterium acnes) £ 

5. ^Dlft-A^fU^A'T^^^ (Propionibacterium acnes) § 

>»mi*6Itfft* ltxtt2 1tt±o«4*HTj** 
^£S:#m<i:-r§»^3g4f3mcO+r;l/n-< H-^X©i&*^». 

6. ynfcf^-A^-r-U • 7**7 (Propionibacterium acnes) £ 
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m 6 
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U) 
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x 
c 



Total Cell Counts of BAL 




MINO CLDM 

CD4 positive Cells in BAL 
I * — 










.1 ... 





MINO 



CLDM 



s • 



MINO 



CLDM 
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SEQUENCE LISTING 
<110> Japan Science and Technology Agency 

<120> The curative medicine and the medical treatment method of sarcoidosis 
<130> B20-01PCT 

<150> JP2003-270809 
<151> 2003-07-03 

<160> 2 

<170> Patentln version 3. 1 

<210> 1 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> forward primer 
<400> 1 

gcgtgagtga cggtaatggg ta 22 
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<210> 2 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> reverse primer 
<400> 2 

ttccgacgcg atcaacca 
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